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■fe 7 5 K^^fJEii^J Ceramide synthesis promoter 



(] [SUBJECT of the Invention] 

-Sit^S[^^Xr^^lfflJiSS#<^ Provide the ceramide synthesis promoter with 
5 V^l^^fB^it^-^S.^ which it is ruined by activating a ceramide 
^< V T— Z.ti^ synthesis of an ceramide synthesis epidermal 
X^XMtiM.(O^Wia^XJ^^M cell itself inside skin surface layer, and 

improving a skin barrier function, and 
W^^^\^(D^titz± y % K-n improvement of the skin and improvement of 
J^fJEiifi^J ^W^'f 5 ^ i: o various dermatological disorders are anticipated 

and which was excellent in aging_stabillty. 

[PROBLEM to be solved] 

l^ji^A) t LTir y ^ K-n ^ffi It is made of 1 ,3- butylene glycol as the microbe 

ii-f^ffi ^J^o®t^^#) i: ^i5c:9' culture and Component B which have a 

B) <J:LT1, 3— y'^^u^^i/ ceramide synthesis enhancement effect as 

y =1— /Uj^if,;^ 19 , jsife^A) components A, component A is a certain 

J^^> B ) L- > 3 ~ 6 ^MM. ceramide synthesis promoter by weight three to 

■e 6 -fe 7 ^ K-^fig^jEiS^Jo 6 times to Component B. 

W^n^<Dmm\ [CLAIMS] 
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im^km 1 ] [CLAIM 1] 

^:7-> A) tLX±y\ K-a Mfeffi It is made of 1 ,3- butylene glycol as the microbe 

iMf^^^W^Mta^^ t f!l^'^ culture and Component B which have a 

B) t LX 1 , 3— 7' 5^1^^:/ ceramide synthesis enhancement effect as 

y 3 — ^ 19 , ^^A) components A, component A is a certain 

B ) liCM U 3 ~ 6 {SMftT ceramide synthesis promoter by weight three to 

K-a-^iEji^Jo 6 times to Component B. 



[DETAILED DESCRIPTION 
INVENTION] 



of the 



[000 1] 



[0001] 



^^m-r^ ^tiz.x^ mtimis 



[TECHNiCAL FIELD of the Invention] 

This invention activates a ceramide synthesis of 
an ceramide synthesis epidermal cell itself in 
the interior of skin surface layer. 
It is ruined by improving skin barrier ability, and 
improvement or the healing effect of the skin 
and various dermatological disorders is 
anticipated, and it is related with the ceramide 
synthesis promoter which was excellent in 
aging_stability. 



[0 0 0 2] 



[0002] 



Vi}^M<D^m [PRIOR ART] 

fiBW(D—MXh^±y K hit. There is little ceramide which is 1 type of the 

^W\HX:kM'i^^^^^^V± lipid quantitatively compared with the 

i='flllt(^it^TS:6*J{:i{iit^?fev^ glycerolipid which occupies an in vivo most. 

i)^. M^'^^^feSS^J^fiJ^j^o^ However, having an important physiological role 
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d5§ia^fbtiT#TV^2)o -ti is known recently. 

fi^ t h^i^^tir^^%M(D This exists in the physiologically important part 

^M^\^M^ti:^iu,\^^^ir ^ of the mammal which maizes a human the start. 

'l^'ftBS^ Iffli> >Sj#7'^(t^ However, being accumulated in a brain, a liver, 
l^W^^tiX\^^^W'^^^^htiX ' the skin, etc. particularly is known. 

[0 0 0 3] [0003] 

^^Xlt^l^^&f^KMi^^y In particular on the skin, the ceramide is 

^ KsS^H^ LT V ^ 5o ^ tiit^ integrating to the corneal layer of epidermis. 

K^-DX^f^'^M^ti. Synthetic secretion of this is carried out by the 

iz,^^9t^(Dy :^ yWi^^^ epidermal cell, it is the main component of the 

^LTV^5^flSFH^^IW(7)^^5)^ intercellular lipid which forms the lamella 

t ti: o X ^ ( Lukas structure peculiar intercellular (Lukas 

Landmann : Anat Embryol , 1 7 Landmann:Anat Embryol, 178 volumes, 1-3 

8#, 1-3M, 1 9 8 8^)o pages, and 1988). 

-^WMlt. &J^(D^M'^'^^i$ The keratic layer has a series of physiological 

roles (so-called barrier function) including 

(D^M^^'BL \^^t>^^^<]} T physical protection of the moisture-keeping 

--^tg^}$oXV^^;5^ ability ofthe skin, or a biological body. 

fllKfi^t^^-^y T— l^fgcoUft: However, the intercellular lipid is the entity of 

Xh^. ±^mWit^i^\^^X^h this barrier function. 

Ilil^cetS:^*^— o^lfioTV^S In the life maintenance, one of the important 

(^JII:£W : 1 roles is borne most (Genji Imokawa: Fragrance 

4^, 250-253 M^ 19 Journal. 15 volumes, 4.250 - 253 pages. 1991). 

9 1 ^(DMM^^h. It can be said that the skin ceramide is one of 

y 5 ]^li±WP5'0(DM^^j:^W the important matter of the biophylaxis from this 

<D 1 ^izf^^X^^^ meaning. 

[0 0 0 4] [0004] 

M^tl-^^J®M^ ^ti^M^!9 By rough skin, the dry skin, and various 

MBXit. Z(Df^^M(D^^fl dermatological disorders, healthy formation of 

Jf^f^t^i^lifhtis ^^yT^^ti this keratic layer is barred and many things 

(30fST>5^^C5^^5^^< which a decline of a barrier function produces 

^tiTV^So Mi^^^lMtLX arereported. 

(i, ^^^^(DlJW^Ki^ 0 It mentions the rough skin and the dry skin 
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which are produced as a concrete example 
according to external factors, such as a decline 
of the turnover of the epidermis layer 
accompanied to the aging of a skin surface or a 
light, and temperature, a weather condition. 
It is thought that this is induced as a result of a 
decline of a barrier function arising and a 
decline of a moisture-keeping capability and the 
increase in a water-component transpiration 
amount which the skin originally has arising 
(Akasaki Shuichi and others: a day hide bulletin, 
98 volumes, 1, 41 - 51 pages, 1988). 



[0 0 0 5] 

m^m. 1 5^. 4-^. 2 6 1 

-2 6 2H> 19 9 l^)o 

(Stefania.M : Arch Dermatol. 

1 3 0#, 452-456M, 
1 9 9 4^)^^(Dm^h^(D^ 



[0005] 

Moreover, in dermatological disorders, a decline 
and disintegration of a barrier function are seen 
by the atopic dermatitis not only in a patient's 
inflammation section but in the 
non-inflammation section, the ceramide in the 
patient skin is general, or a content decline of a 
specific kind is reported (Kawashima truth: 
Fragrance Journal, 15 volumes, 4,261 - 262 
pages, 1991). 

In addition, fluctuation of the ceramide amount 
in the patient skin is reported by psoriasis 
(Stefania.M:Arch Dermatol. 130 volume, 452 - 
456 pages, 1994), and it is thought that this 
fluctuation is related to barrier disintegration 
also in this case. 



[0 0 0 6] [00061 

:i(DXo ^cC^SiSf -^"^ y T—^^<D To the illness and insufficiency of the skin which 

i&y'^^Mi)^h < come from a decline and disintegration of such 

^^^{c^ LTfi. ^^UMM a skin barrier function, it is as follows. 

(D^-^X^^(D^i^'^M^^€ Suppression of preventing a skin-dryness state 
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M^^^Wtz't^Z. t^, in.i^0. by administration of a moisturizer 

Mi^^^M'^(D^M^'^^^hti conventionally, and giving a moisture and tlie 

T^fco L-^^L. ^tbb6D:^fi eczema by the anti inflammatory agent has 

it. ^^K^S^^TK^^-fe-SVMit^ been tried. 

Mf^'^y(D—U^Wi^'t However, these procedure stops at a thing with 

(D9j]^:^^ — ^^^j:h(Dl,c^t. the temporary effect, in order to replenish one 

•9 ^ ^Jf rt§Ptvi5fe^^ce?iV^^jf part of the water component on the surface of 

j^e;6^oyc: the keratin, or a moisture-keeping component, 

19 i^^^^i. : 7t/>-^v/T^ sufficient moisture for the Interior of the skin 

2 8#^ IH, 1 9 9 2^)^— was not able to be given continuously 

^^^£^^^1^x.X (Toshiyuki Takemura: Pharmacia, 28 volumes, 1 

j^14-^|iJMt^Pp^S(7)fc5r ,ir page, 1992), even if it restrained temporary 

/5^#y5^ofCo inflammation, the problem was in the 

persistence and side effect of an effect In many 

cases. 

[0 0 0 7] [0007] 

Ctitc^L. ftjfi/^y T— tf^ On the other hand, the Improvement treatment 

iH^^^t feSi? 7 5 KcD^^ of the skin is tried by external replenishment of 

^^X'^J^(DiicW^^W^^f^^h the ceramide which Is a bamer composition 

ti. fSlMti^M^T h t°— -14^ main component recently, effectiveness was 

^^^(Oi:L^^\k-A^^^:^titc reported to a rough-skin state or an atopic 

(.^m.^l-m> : r U/]^^—(D dermatitis. 

El^^. 13 12-^, 26- (Yuko Higaki, others: Clinical of allergy, 13 

2 8H. 1 9 9 3¥)o Lt>Lts: volumes, 12, 26 - 28 pages, 1993). 

i^h. Z (D:)j-l[^it^J}^(Dtii^t^^ However, while It is thought that this procedure 

has the early appearance of an effect, the 

^\/^^tiX^^fci^MMt£ t!^ persistence of an effect Is inadequate like the 

9j}^<DW^^(DM.X^^'^y conventionally used moisturizer. 

Xh^. '^fc. ^^(D'^Ml^^ Moreover, there is a fault from which an effect is 

•5^-^^J|X»Sv^^^<if"tr^;^;0^ not enough demonstrated by the transdermal 

^ti^jJV^i: V^ 5 X^^t^ difference by the state of the skin. 

[000 8] [0008] 

—^7. f^Ut^^^^-t^cDXit On the other hand, It does not replenish from 
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< . ^IS.i^P^MX"(D±y 5 the outside but the improvement treatment of 

f^'^^^^^Z t\z.X^^^(D the skin by raising the ceramide synthesis 

^^^aWi^'^^^hti. tL^ X' ability inside a tissue is tried, it was discovered 

that microbe cultures, such as a yeast, promote 

l^(D±y ^ V'af^^i&M't^ ^ a ceramide synthesis of an epidermal cell until 

(t^^^ttS^tt^^c (1#li¥8-2 now (Unexamined-Japanese-Patent No. 

1 7 6 5 8-^^$B. ^m¥9 - 8-217658, 9-194383, Japanese Patent 

1 9 4 3 8 3*^^^. #fl¥9 Application No. 9-115236). 

— 1 15236 -^)o L;d^L?tc;6^ However, these microbes culture tends to 

h^tihMi^a^^iiWi^^lii^^j: receive the contamination by microorganisms 

if ^^STfc S t while it is an insecurity that a precipitate comes 

i:^i^^^^iiB<. out etc., it was difficult to obtain the stable 

^'^^J:± y ^ K^fiScffiii^W?: ceramide synthesis promoting agent with time. 

[0 0 0 9] [0009] 



[^mff^Ml^l^^ ^ tir^m [PROBLEM to be solved by the Invention] 

M] It takes into consideration with this situation and 

;5^;5^5^1f (d^^, intends obtaining the stable ceramide synthesis 

fi, ^l^^MP^P^X^^^M g promoting agent with time, without impairing the 

#(7)ir ^ ^ V'uf^^^^it^^ effect of These inventors activating a ceramide 

^^/<]) T--^^^^W^^^ synthesis of an ceramide synthesis epidermal 

^^^Wj:ioiric'mm\^^'^ cell itself inside skin surface layer, and 

"Cfo^iry 5 K'n^fJEii^S^ improving a skin barrier function, the solubility 

#5*^#Ilt. ^^(D^M^ of the matter is high and there is an 

;5^fft<> P5M9J}^^^^h^ . antisepticizing effect. 

'M^^&^^(Di^!^^'^^^UXh And various goods with the mild effect to the cell 

5^^?rffi^^WL7t^:^, ir or the skin were examined. 

y ^ y^^'uf^iSiMi^^^^^Mi^o Consequently, while having a ceramide 

t 1 y 3 — synthesis enhancement effect with the effective 

~yi't^h^j:^^^\t^(D^^S.f^^ composition of the specific ratio which consists 

d^^^i^^-fe^ ^ K^^fJEiSi^ffl of a microbe culture with a ceramide synthesis 

S:Wt"5 t *{-SHf ^Stitc^ enhancement effect, and 1 ,3- butylene glycol, it 

ti/TV^S i t ^^t±} discovers excelling in aging_stability, it came to 
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^^fi^ir^lz^<:>tioirfj:t>hs perfectthis invention. 

^^^M<DS^lt. &J^^M\^^ That is, it is ruined by activating a ceramide 

'T?^>S?^0flSS#(7)ir ^ 5: K-a^ synthesis of an ceramide synthesis epidermal 

^^^it^'t&JKy<VT—mB cell itself inside skin surface layer, and 

^^^'t^ ^ t\^^^ MtiRJiO improving a skin barrier function, and 

^WioXXJ^^W.&J9^B^(D^W improvement of the skin and improvement of 

l-O^B#^;€'t4(7:> various dermatological disorders are 

Mti/fciry 5 V-ul^iSiMM^^ anticipated, and it is in providing the ceramide 

^ir^iz^h^o synthesis promoter which was excellent in 

aging_stability. 

[0 0 10] [0010] 



lMm^fimi'^ti^(D^^] [MEANS to solve the Problem] 

±3^© @ ^fi. f^^A) tLX The above-mentioned objective consists of 1 ,3- 

K^^fJEiil^ffl^i^oM butylene glycol as the microbe culture and 

tp^#3 1 ) tLX 1 , 3 Component B which have a ceramide synthesis 

— 7' 5^ >^ ^—/^^""^ti: enhancement effect as components A, 

^ ^ jSiic^A) i^^fil^ji^B) component A is attained by a certain ceramide 

3-^6 iBMMXh^ ±"7 ^ K^a synthesis promoter by weight three to 6 times to 

figfJEii^J J: o ^ ti S o Component B. 

[001 1 ] [0011] 



[^^(DmMmm] [EMBODIIVIENT of the Invention] 

:^mm(Dmf^\^^^^XU Hereafter, it explains in full detail about the 

IS.'f"So ^^^Ml^l^^^^ti^M composition of this invention. 

^>S^Hfl^g#(^iry The microbe culture used for this invention 

5 \^^'u!^^^^i}u't^h(DX\ activates a ceramide synthesis of an ceramide 

tr^ X;^0i:^ synthesis epidermal cell itself. 

^<Dr.Mi^ia^^s A lactobacillus culture, a bifidobacterium 

S^D^^J^^^^lf bti5o culture, a mushroom microbial-cell culture, a 

yeast culture, etc. are mentioned. 
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%MM t L X It ^ M :t It As lactobacillus, for example 

Streptococcus thermophilus , Streptococcus thermophilus, lactobacillus 

Lactobacillus bulugaricus , bulugaricus, Lactococcus lactis etc., as a 

Lactococcus lactis t:"7 X bifidobacterium 

:^ M t L X it , M X. I(t For example 

Bifidobacterium bifidum Bifidobacterium bifidum Etc., as a 

^ CO t LXit^ MK.lt mushroom microbial cell 

Lentinus edodes (LV^fctt), For example Lentinus edodes (shiitake 

Pleurotus ostreatus (t>f>fc mushroom), pleurotus ostreatus (Pleurotus 

(t), Flammuiina velutipes (x. ostreatus), flammuiina velutipes (Flammulia 

(D^fcJilr) t LTfi. velutipes) etc., as a yeast, it is Saccharomyces, 

M X. It Saccharomyces for example. cerevisiae and Endomyces 

cerevisiae , Endomyces magnusil etc. are mentioned. 

magnusW^t^^iifhti^o For example, Saccharomyces cerevisiae and 

Endomyces magnusii etc. are mentioned. 



[0 0 13] [0013] 

:^^P>^^c:^v^bt^2) l , There is a 3 to 6-time microbe culture by weight 

^uy^^]) ^—MzML. Si0 to the 1,3- butylene glycol used for this 

^mt3--^6i^mMXh6o 3 invention. 

f^ct ^Ml^^^t^Ci^^Si^/^M'ait A precipitate is produced when there are few 

M^^C^ t.tz^ 6{^J:*9#V^ microbe cultures than triple, moreover, when 

#^fi^^^{cJ:5?^^^^i: more than 6 times, the contamination by 

^^tt^h^o microorganisms may be produced. 

[0014] [0014] 

^^^^(Diiy ^ K-n^fJEii^JtZ) As a use form of the ceramide synthesis 

^^MMt LXIit. t^WM^^ promoter of this invention, there is an external 

(D'^MM(Di^, ^f^^^Mi^h preparation for skin besides the additive agent 

^9. 0jJxLMff\ ^y-i^. p to a cultured cell. 

3 >^ fL^i^^ ^^y^f^ For example, the salve, cream, a lotion, a niilky 

^tf bttSo lotion, a pack, etc. are mentioned. 

[0 0 15] [0015] 

^iff^ffl^JoS^J <i: L■C{i^ 4:^ As a base of an external preparation for skin, it 
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is easy to be well-known, for example, they are 
silicone oils, such as a methylphenyl 
polysiloxane, a dimethyl polysiloxane, and a 
cyclomethicone, hydrocarbons, such as a 
paraffin and petrolatum 

Vegetable oils, such as olive squalane, the U.S. 
squalane, rice germ oil, a jojoba oil, a castor oil, 
safflower oil, a sunflower oil, olive oil, and 
macadamia-nut oil, waxes, such as beeswax, 
Japan tallow, and carnauba wax, ester oil, such 
as a myristic-acid octyl dodecyl and cetyl 
palmitate, higher alcohols, such as a cetanol, a 
behenyl alcohol, and stearyl alcohol 
Sterol, such as cholesterol, phytosterol, and 
branch fatty-acid cholesterol ester 
Process oil, such as hardened oil, higher fatty 
acids, such as a stearic acid, myristic acid, an 
iso stearic acid, an oleic acid, an iso type long 
chain fatty acid, and an anteiso-type long chain 
fatty acid, triglyceride, such as triiso stearic-acid 
glyceride, capryl * capric-acid glyceride, and 
diethyl hexanoic acid glyceryl, anionic surface 
active agents, such as antiseptics, such as color 
pigments, such as a tar -based pigment and an 
iron oxide, a paraben, and a phenoxy ethanol, 
cetyl sodium sulfate, a N- stearoyi- L- 
glutamate, and a glycyrrhetic-acid salt, 
polyoxyethylene alkyi ether, polyoxyethylene 
fatty acid ester, polyoxyethylene 
polyhydric-alcohol fatty acid ester, 
polyoxyethylene hydrogenated_castor_oil, 
polyhydric-alcohol fatty acid ester, non-ion 
surfactants, such as 

polyglyceryl-fatty-acid-ester, modified silicone, 
and cane-sugar ester, cationic surface active 
agents, such as a tetraalkylammonium salt, a 
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^ y :^=¥ v^:i^5^ i^^/fla^^:^;^ betaine type, amphiphilic surfactants, such as a 

x/i^. yi'^i^^^'f'Uly^^ sulfobetaine type and a sulfo amino acid type, 

Tji^^^ji'^B^^^^y^^^^^ ^ natural -based interfacial activators, such as a 

]) ^t^i^^f^ i^y^^it^^^y lecithin, a lyso phosphatidylcholine, ceramide, 

#fffiT/i^:3— and cerebroside, antioxidants, such as 

-r/i^. /K y :/y ir y y^B^M^ pigments, such as a titanium oxide and a zinc 

^ttv'y^^> oxide, and dibutylhydroxytoluene, inorganic 

^^t'/i^^c^ salts, such as first-class alcohol, such as an 

x h^T/V=^/VTi^'^:=^!> ethanol, a dipropylene glycol, glycerol, a 

M^&fj:}f(D^-{:t>'^^^^ propylene glycol, sorbitol, "marubitol", a 

diglycerine, sodium chloride, magnesium 

7s}\/i!^T % J E(r> chloride, sodium sulfate, and potassium nitrate, 

Mtt^ffiJStt^J^ i/iX^ V, y organic-acid salts, such as a sodium succinate 

V^y isr7syr^i/)V^^)l/, ± and a sodium aspartate, salts, such as the 

^ 5; H\ irlxy^ n K^cf hydrochloric-acid ethanolamine, ammonium 

^^#S©tt^J^ ^it"^"^ nitrate, the arginine hydrochloride, a phosphate, 

^{tM$p^c^ ii(DM'^^s i^zf^/^ a citrate, acetate, carbonate, tris hydroxymethyl 

Kn h/^^yti: ii(DijiM aminomethane hydrochloride, and a diisopropyl 

itM^ y ^/V^©-^rfST/i^ amine dichloroactic-acid salt, thickeners, such 

yi/, i^zfu h'uy^]} as a xanthan gum, a carboxy vinyl polymer, and 

/K ^^V'^Vy^ 7^Pt°lx>^^ a carrageenan alky! denatured carboxy vinyl 

y ri— /i^, y/vtf h^/i^^ -r/v polymer, neutralizers, such as chelating agents, 

tf /V, v^:/ y -fe y li{t: such as an edetic acid, potassium hydroxide, a 

i'hV ^J>^s iS'fb*^ A > diisopropanolamine, and triethanolamine, 

^Mi^ h y ^i^x y biopolymers, such as a hyaluronic acid and a 

^(DUM^M. Mi^M^ h y ^ collagen, a camomile, swertia, an aloe, a 

T h V peach, a carrot, a field horsetail (Equisetum 

^(D^m^Ws M^^^y- arvense), a hoe, the leaf of a peach, the SAGE, 

yi^T 5 S^^T:^-^^ and a loquat - plant extract, such as a leaf, a 

M^T/^^^y^ MMM^ cucumber, a Hedera helix, a hibiscus, turmeric, 

yWM.^ i^^:^> by a rosemary, and a licorice, amino acids, such as 

j:^t Kn:3fv^p«^/VT^ y serine, a threonine, N- methyl- l-serine, 

3/il^iS> v^-f kVvT 5 aminobutyric acid, and hydroxy aminobutyric 

^'v?^ p og^j^j^^Olg^^ acid, although vitamins, such as ultraviolet 

^y^ym^^ i^jvif^^^y\^:=' absorbers, such as a hydroxy methoxy 

/ixTKy -v— , tiy^—f-yTjv benzophenone sulfonate, vitamin A, B. C, and 
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E, can be used, it is not limited to this. 



[0016] [0016] 

^ K-oJjSffijflPJ The additional amount in the case of adding the 

^ V '^^^^MM7k\'0^-M L X ceramide synthesis promoter of this Invention to 

5 K^^^{^jii"5^'n'C0 culture epidermal-cell -based, and promoting a 

0. 001~10fi ceramide synthesis has 0.001 to 10 desirable 



weight%. 



[0017] [0017] 

^fc, if^Wi<0-^y % K-oJ^feiE Moreover, the blending quantity to the external 

ji5^J<^^)tl^ffl^J^<^Bfi'n** preparation for sl<in of the ceramide synthesis 

fi^ iry? K'o'J^^+^tcfJEii promoter of this invention fully promotes a 

L^ \^i)^\>'^^^(r)^^%\^fi^ ceramide synthesis, and the blending quantity 

ttj{ci< V'^ifi-n'S^^^Ux Mfife out of which the color or smell of a culture 
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tLX^ 0 . 0 1 cannot come easily is considered, it is desirable 

--2 0fi4%(t't'6O;5W^ L to consider as 0.01 to 20 weight% on the basis 

< , ^KtiJi^ L<fi0. l-^-l of a composition total amount, most preferably, 

OMAVoXh^o itisO.1 to10weight%. 

[0 0 18] [00181 



immm] [examples] 

SI^T. MMMs it^M\^X^W Hereafter, an Example and Comparative 

^{c:|5i|^"t"5o Example demonstrate in detail. 

MMM 1-^5, it^M 1 ~ 5 (IL Example 1-5, Comparative Example 1-5 

(lactobacillus culture) 

1 0 g ^ A pure water is added to skim milk 10g, glucose 

;^ 1 g, :=^^^:/^0. 0 1 g> 1g, 0.01 g of nicotinic acid, and 0.5g of yeast 

^Sai:3f.y; 0. 5 g i^ft^TK^ extract, and it may be 100 ml, the autoclaving 

iP^TlOOml^L, 12 was carried out for 20 minutes and 121 degrees 

1°C. 2 O^f^li^JE^K LTi§ C of media were prepared (the product made 

M^MML^tz. ^/i^^ from Difco, a glucose, and the nicotinic acid 
D i f c o^t^. ^Vi^n— used the Kanto Kagaku make, and, as for skim 

^^^'^yWtmMit^^tM. B milk, the yeast extract used the product made 

©aiary^fir 1 \f—M±m^ from an Asahi Breweries, Ltd.). 

ffl V ^ ) o rti 1^ i# ite 3 Lactococcus lactis (IFO 1 2007), Streptococcus 

7 2 4i^rMmt^m\.tc thermophilus (ATCC 19254), and Lactobacillus 

Lactococcus lactis ( IFO bulgaricus (ATCC 11842) which were cultivated 

12007 ) , Streptococcus for 24 hours at 37 degrees C ago were 

thermophilus (ATCC 19254) id vaccinated into this 1% by this medium, 

ctt/ Lactobacillus bulgaricus The lactobacillus culture which processed 80 

(ATCC 11842) ^ 1 L degrees C of culture supernatant liquids for 30 

tzo 3 7°C. 2 4B$r«1^Mi:§^ minutes except for the microbial cell by the 

centrifugation was obtained after 37 degrees C 

«±»^ sot:. 3 0 ^Mf^M and 24-hour stationary culture. 

Ltz%MMi^^^i:^i%tCo ^ (D Constant-rate mixing of this lactobacillus culture 
fl^Min^^tl, 3— and the 1,3- butylene glycol is carried out, 

i^^V /i^^^ti/^*tt— ^4 respectively, the ceramide synthesis promoter 

1 ~ 5 cOir ^ ^ of Example 1-5 was obtained, respectively. 
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V-aJ^i&MM^^ti^ti^i^tCo Moreover, the above-mentioned lactobacillus 

^fc. ±t2?L^01§^^ i: 1 , culture, 1,3- butylene glycol, an ethanol, and a 

3— 7 y yv-^ dipropylene glycol are mixed, the composition 

y --/V, iyy^u ifuy^^V of Comparative Example 1-5 was obtained. 

/v^fl^L. it^mi--^5(Dm A mixing rate is weight%. 

[0 0 19] [0019] 



imi] [TABLE 1] 





1 2 3 4 5 


mm 

1 2 3 4 5 


Lactobacillus 
tulgaricus (AICC. 11842) 

Streptococcus 
tbennDpbllus (AlCC 19254) 

Lactococeus iaclis 
(IF012007 > 


80 75 85 - - 

- - - 80 - 

- - - - 80 
20 25 15 20 20 


100 70 90 80 80 

- 30 10 - ~ 

- - - 20 - 




0 c o o o 

0 0 O O 0 


X X O X X 
X O X O X 



Example; Comparative Example 

Culture 



1.3-Butylene glycol 
Ethanol 

Dipropylene glycol 



Stability test 
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[0 0 2 0] [0020] 

1 5 (D-t y ^. K The ceramide synthesis promoter of the 

-a ^tfef^ii^J, *5 X t>*J:t;^'^!j 1 ~ following and Example 1-5, and the examination 

5 (DM^iSc^^ffiV^/c^ SB#^^ of aging_stability using the composition of 

ttft®^, 7 ^ K^fiS;{Ej§f^;^ Comparative Example 1-5, a ceramide 

R1I&!^y<]) T—^^^f^^^ synthesis accelerated test, and skin ban-ier 

o tco recovery were examined . 

[00 2 1] [0021] 

I^^^Jl S^^^I4f*i^ (M Experiment 1 Examination of aging_stability 

M^M^) (formulation stability) 

(1) (1) Procedure 

•^"^y^/i^^KMMMl 5 (D-\z It is the ceramide synthesis promoter of 

y 5; Kn" )^)cffiii^J, J;tJ^J;t;^ Example 1-5 to a sample pipe, and the microbe 

0il 1 ~ 5 J; o "C# hfifcM^^ culture obtained by Comparative Example 1 -5 is 

^^^Atl^ 3 Ot:, ^U. 0°C put, it is left for three months at 30 degrees C, 

{vlT 3 ^M^WcM l^. Wt<7>M\f^ room temperature, and 0 degree C, let a thing 

#J $r O i: L . Wi'^^ h^^<D^x without a precipitate be a circle, the thing with a 

t L-fCo precipitate was made into *. 

(2) (2) Result 

W^^^ 1 {-:^t"o ^1 ii'Om A result is shown to Table 1. 

(D'A^'^ii. Oi^^?t^M<D±y ^ Obviously from Table 1, the aging_stability 

^f^^i&MM (MMM 1 ~ 5 ) l(Z. effect was observed in the ceramide synthesis 

B^^^i^^^^^mi^ h ntco promoter (Example 1 -5) of this invention. 

[0 0 2 2] [0022] 

n^m2 m^^^^Um Experiment 2 Examination of aging_stability 

M^M^) (remainder antisepsis) 

(1) (1) Procedure 

^^MO:ff9y^W\':.MMMl^ It is the ceramide synthesis promoter of 

5 cOir y ^ K'n'J^fe'fJEii^J, ^3 i Example 1-5 to a non-sterilized glass tube, and 

t)^Jt^^!l 1 ~ 5 }CctoT#^ti/ 20 ml of microbe cultures obtained by 
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timmmm2 om i ^xti. 

staphylococcus 
aureus(ATCC6538) 
Escherichia coli(ATCC8739) . 
Pseudomonas 

aeruginosa(ATCC9027) ^ 1 0 

5m/m 1 tfj:^Xo KUM 

2 5x:icx28 Bmw^mi^. 
tj:offh<D^Osnm^o. 1% 

(2) 

^^^^m 1 (^^-To mi x^m 



THOeVISON 

imij^^ifc— III fw 

DERWENT 

Comparative Example 1-5 is put, 
staphylococcus aureus (ATCC6538), 
Escherichia coli (ATCC8739), and 
Pseudomonas aeruginosa (ATCC9027) are 
inoculated so that it may become 105 piece/ml, 
it is left for 28 days at 25 degrees C, it is a circle 
about that from which the number of microbes 
became 0.1 % or less, respectively, that from 
which the number of microbes did not become 
0.1 % or less was made into 
(2) Result 

A result is shown to Table 1 . 

Obviously from Table 1, remainder 

preservation-from-decay power is observed in 

the ceramide synthesis promoter (Example 1-5) 

of this invention, the aging_stability effect was 

observed. 



[0 0 2 3] 



^!I3 K^^MK 



(1) 

(a) tmmi 

(Cascade B 

1 o 1 o g i caM)^ffiV>^Co 
(b) 

PE murmm ^muLtz 

MCDB 1 5 3J#±te^ffll/^/Co 

(c) He p e smmmomm 

Hepes7. 15g> 

2 2 g. m\L-tV')^J^7 . 7 

g. yi^®?7K^r^hy»j7i^. 



[0023] 

Experiment 3 Ceramide synthesis 

accelerated test 
(1) Procedure 

(a) Culture epidermal cell 

The human normal epidermal cell used the 
thing and (the product made from Cascade 
Biologic) which are marketed. 

(b) The medium for cell cultures 

MCDB153 medium which added BPE 
(bovine-brain pituitary gland) as a proliferation 
factor as a medium was used. 

(c) Manufacture of Hepes buffer 
Hepes7.15g, glucose 1.8g, 0.22g of potassium 
chlorides, 7.7g of sodium chloride, 0.27g of 
disodium hydrogenphosphate ""12 hydrates 
These are melted in a pure water, scalpel up 
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1 2 7K?P#I 0 . 2 7 g ^WMtK was carried out after adjusting to pH7.4 in 1-N 
li^MM 1 NTK^'fb":^ hV 'y sodium-liydroxide aqueous solution at 11. 

1 1 (C^^T5/7°b/Co 

[00 2 4] [0024] 

(d) (d) Cell culture 

]ES"t h^>^7Mia<7)|fflflS^^M It is the number of cell of a normal human 

CDB 1 5 3ig±fefc:T 1X10 epidermal cell at MCDB153 medium 1*104 It 

4 ^/m I i^^ 6 0 mm prepares to an individual/ml, it seeds 4 ml at a 
= 7— yi^^— hT'W'— h (7 time on 60 mm collagen coat plate (falcon 
x/Vri >'^±$!i) 4 m 1 T company make), stationary culture was earned 
ffib, 9 5 (V/V) - out for five days at 37 degrees C 95% by the 

5 % (V/.V) ^m:ff^(D^m atmosphere of -5 % (VA/) (VA/) carbon dioxide 

3 7 °C-e 5 0 gas of air. 

LfCo t§#±tf A culture supernatant liquid is 

MMM 1 > 4ioX.Xl5 coir 7 5 sucl<ed_and_removed, it added at time 4 ml of 

V^l^iS:i&M^ IMAX-BML- MCDB153 media which added the ceramide 

fcMCDBl 5 3i^±fe^4ml synthesis promoter of Example 1, 4 and 5 

■f o#xV -y v^a. \,z.MK.fCc 1weight% to each dish, 

n h p— /vt LTHepes In addition, Hepes buffer was added as control. 

MMW.^^ili\^tZo Z(D'f^ y The stationary culture of this dish was canried 

iXa.^ 9 5%^^ (V/V) - out for six days at 37 degrees C 95% by the 

5% (V/V) mk^7.(n>^m atmosphere of -5 % (VA/) (VA/) carbon dioxide 

^T, 3 7 °C-e 6 0 f^^W^m gas of air. 

L/Co 60@(c:o. 5/iCi(7) The (14C)-serine (product made from American 

C14C) --tyy (Ame r i Radiolabeled Chemicals) of 0.5 

can Radiolabel microcoulombi(s) will be added to a medium on 

e d Chemical s the 6th, it cultivated further for two days. 

W) ^"^WAZ-WMX^X ^ After cultivating, the cell was processed as 

2 BrHlMt-^Tofco follows. 

[00 2 5] [0025] 

(e) Mt^Mai (e) Extraction of the lipid 

5 ml A medium supernatant is 
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(DH e p e s MWiW.'^ 2 sucked_and_removed, after 5-m1 Hepes buffer 

Lfc^, ^HSS^ir/i^;^ ^ u--y< cleaned twice, the cell was written with the cell 

— M±K) scraper (Sumitomo Bakelite Co., Ltd. make) 

> i: o/co ^ from the dish. 

tl^ 1. 6mlc^Hepe s MWi This is suspended in 1.6 ml Hepes buffer, 4 ml 

Wi^y MM 4m\ (D?^ ^ y methanol and 2 ml chloroform are added, and it 

/vi:2ml (D^ u uyis/UJ>s^M mixes. 

K.U^'t^o 2 0^f^^U^'^ After standing at room temperature for 20 

g L fc , ^ti^til . 6 ml minutes, the 1 .6 ml chloroform layer was taken, 

(D^ 7^/vi>. ii ^t^s respectively and the lipid fraction was obtained. 

M^^^^tCo n n Af;/UA^j^ Except for chloroform, it dissolved again with 1 

'L^^SK^ii !9 1 ml (D^y ml benzene by centrifugation. 

[0 0 2 6] [0026] 

( f ) ^ T h p t"^X;^7 y $r (f) An isolation of the ceramide fraction using an 

fflv^^c•ty^ ]<^m^(DW'M latrobeads column 

^yiiyici^Ml-tc^BK^^^^ The lipid sample which dissolved in benzene is 

^^^T h n tf — X 100 jS 1 ^ used for in the column filled with latrobeads 100 

^mLtctiyM.l^j^L^ (beta)1, after the benzene- ethyl acetate (4:1) 

y—^^:xL^/v (4:1) solution washed, the ceramide fraction was 

Ti5fc#Lfc^. g^^^^/Vlml obtained by making it elute by 1 ml of ethyl 

{::T^ttJ^-a:5Cl<}:(cJ:»9. ± acetate. 

[0 0 2 7] [0027] 

(g) C14C] y^/i^^tltc± (g) (14C) Radioactive measurement of the 
y 5 Kc7);^lh)"ffitS^I'J^ ceramide by which the label was carried out 
±IE"t y Klil^}^^ ^ The radioactivity received by the 
tcMc^^^^^ i^^i^yf^y-- above-mentioned ceramide fraction was 
i/ B y:fy'^y^^\zXWi'^\^ measured with the liquid scintillation counter, 
yto (2) Result 

( 2 ) A result is shown to Table 2. 
2 [ZT^iTo 

[00 2 8] [0028] 
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[TABLE 2] 













m »4K» (dpffl/p 1 at e/2(iays) 


5041 


52 11 


4960 


2 8 54 


&m/v) rmamwciii/siiid 


0. 2 1 


0. 22 


0. 20 


0. 3 1 



Example 1; ...; Control 



Ceramide production test 
Skin banier recovery test 



[0 0 2 9] 

1, 4ioXXl5) {C±y 5: V(D 



[0 0 3 0] 

(1) ^fe 

mnWi^t LXnSk h : h r 
LC) eilt^^^A. 2Mmir 

y m { \f ^ A m : 

all-transretlnoic acid.SIGMA) 2 
1 B lUK^fr). 3 B^^^L 



[0029] 

Obviously from Table 2, the synthetic promoting 
effect of the ceramide was observed in the 
ceramide synthesis promoter (Example 1 , 4 and 
5) of this Invention. 

[0030] 

Experiment 4 Skin barrier recovery 

examination 

(1) Procedure 

As a test animal, purchasing and after carrying 
out preliminary raising for two weeks, 
experiment was started for 6 week age (Japan 
SLC) of Skh:hr -based hairless mouse males by 
1 group 5 animal. 

The rough skin dissolved retinoic-acid 
(vitamin-A acid: all-transretinolc acid, SIGMA) 
20 microgram in ethanol, and once daily 
(morning), it applied for three days and it 
produced it so that it might become uniform at 
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Tf^Si LtCo the buttocks of a mouse. 

[00 3 1] [0031] 

MW,Ml. 4 io XXf 5 (Dii y ^ 2 ml of ceramide synthesis promoters of 

K-o ^fJEii^J 2 m 1 ^Wi^^M Example 1 , 4 and 5 is melted in an ethanol after 

^^ [rI1:C0 5 0% (V/V) ^ freeze-dried and 50 same amount% (VA/), 100 

^J^y — /^^C^^?L^ l^^y^y microliter(s) were similarly applied once daily 

^ ^ Lii^ibfcB (D^^kt^ (afternoon) for three days after the afternoon of 

f)^ 1OOm1?:101 the day which began to apply a retinoic acid. 

iHl (^^), 3 B^WbfCo IrI, In addition, control applied only ethanol 50% 

=iyh^—M-t, 5 0% (V/ (VA/). 
V) /-/l^O^^m^Ltc 

[0 0 3 2] [0032] 

l^^y ^ 3 0=^(1.^^ A warp epidermis water-component loss 

-^7K5}-^^fi (T EWL) ^SiJ amount (TEWL) is measured three days after a 

7K:5>^t5:4(mg/cm2/min) retinoic-acid application, it showed by the 

X'TT^LfCo t^. TEWLti^jS water-component transpiration amount 

^<VT-mm^m^i^mX\ (mg/cm2/min). 

])T-mmf)^^m-t^ In addition, TEWL is the parameter which 

b^ ^ti^^^^"^^ t iSTi"5 measures a sl<in barrier function, and if a barrier 

hOVh^o TEWLOS'J^fi function fractures, it will raise, it will fall, if it, is 

7;^-— v^a yMOAUM- 3 % recovered. 

fflV^T ff ^iofco The measurement of TEWL was performed 

using AUM-3 made from Fauchon. 

[0 0 3 3] [0033] 

(2) IS* (2) Result 

fem^*2{;i^1-o m2X<om A result is shown to Table 2. 

b i^-^l J: 5 / ^ ✓'^^ Obviously from Table 2, TEWL of the ceramide 

^3B^(DMMM1^ 4 4oJ;t;f synthesis promoter application group of 

5(^-^7 ^ K-^^fJEii^J^^^ Example 1, 4 and 5 three days after a 

(DTEWLfiaVhP — j; t) retinoic-acid application was lower than control, 

t>iS < , HJfe^il 1 <D± y 5 and it found that the damage of the skin barrier 

J^iS:MM(D^^iz. J; K) i^f^ y ^ function by the retinoic acid is recovered by the 
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yW^ii^^fH^'^ V T— ^|g<^ application of tlie ceramide synthesis promoter 

y?i-i^^mm-t^:it7!)^i:>^^ of Example 1. 

[00 3 4] [0034] 

UT. \ \^^^J^iS: Hereafter, the application example of the 

TMM<^!t^^M^^'f'o ceramide synthesis promoter of this invention is 

Jt-mn--3 V~J^) shown. 

MMM 1 (D±7 ^ K-a^iEji^J Application example 1-3 (skin cream) 

^^3©Mfife isiTIH Each is mixed for the ceramide synthesis 

#"t?fo5) 'C^ti^ti^Mi'a- L-x promoter of Example 1 by composition (it is the 

^ y — ^trl^M bfc (j^;^ same as that of welght% and the following) of 

1 3)o Table 3, skin cream was prepared (application 

(1) example 1-3). 

(1 ) Composition 

[0 0 3 5] [0035] 



[« 3 ] [TABLE 3] 
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A 


" ^ ' 1 » 


10 


10 












10 




1/1/ # / / ifM 


5 


5 








5 


5 


- 






~ 


~ 


5 




^ ^ /flu 






5 






2 


2 


2 




Ay ) rX 


2 


2 


2 






0.2 


0. 2 


a 2 






2 


2 


2 






1 


1 


1 






0. 5 


as 


as 






a 05 


0.05 


a 05 


B 




a 1 


2 


a 5 






5 


5 


5 






0. 2 


a 2 


Ol 2 






1 




1 






as 


a5 


a& 






0.1 


ai 


ai 






0.1 


ai 


ai 






ai 


ai 


ai 






a 02 


ao2 


ao2 






a4 


a4 


a 4 




m 


m 




mm 



Preparation example 1; ... 

A 

Liquid paraffin 
Plant squalane 
Macadamia-nut oil 
Diethyl hexanoic acid glyceryl 
Myristic-acid octyl dodecyl 
Olive oil 

Glyceryl monostearate 
Stearic acid 
Cholesterol 
Behenyl alcohol 

Iso stearic-acid hydrogenated_castor_oil 

Dimethyl polysiloxane 

Butylparaben 
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B 

The ceramide synthesis promoter of Example 1 

Sorbitol liquid 

Methylparaben 

N-stearoyI L- sodium glutamate 

Nicotinic acid amide 

Licorice extract 

L- serine 

Glycine 

Edetate 

Potassium hydroxide 

Purified water; Residual amount; Residual amount; Residual amount 



I 0 0 3 6 1 10036] 

(2) (2) Preparation method 

(A) i^^io^Xf (B) J^'^^ After heat-dissolving (A) component and (B) 

8 0°C{ciPi*i^^f L/c=^, component at 80 degrees C respectively, it 

^l-n-LTtSi^Loo^^SPL. 3 cools mixing and agitating, it cooled to 30 

0 °C ^ L T ^ y^^y^]) degrees C and skin cream was prepared. 



[00 3 7] [0037] 

!^MM 4 ~ 6 ( n — V' 3 Application example 4-6 (lotion) 

MMM 1 (D±7 ^ K-a ^iEii^J The ceramide synthesis promoter of Example 1 
Sr^4 (T^^fij^g-eiB-n-L, n— is mixed by composition of Table 4, the lotion 

3 y L- 0il 4 ~ was prepared (preparation example 4-6). 

6 ) o (1 ) Composition 
(1) M 



[0 0 3 8] 
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a 1 


I 


as 




15 


15 










10 






1 


1 




1 


1 


1 




5 


5 


6 




as 


as 


as. 






ai 


ai 




0. 2 


a 2 


a 2 




a 02 


a 02 


a 02 




0.07 


0.07 


a 07 




a 03 


a 03 


a 03 




as 


as 


as 




1.5 


1.5 


l.S 




a 01 


a 01 


a 01 




ai 


ai 


ai 


m 




SB 


S3 



Preparation example 4; ... 
The ceramide synthesis promoter of Example 1 
Ethanol 



Dipropylene glycol 

POE- Hydrogenated_castor_oil (60E.O.) 
Ethyl glucose 
Maltitol liquid 

Diisopropyl amine dichloroactic acid 
Caffeine 

N- methyl- serine 

Hydroxy methoxy benzophenone specific sulfonate 

Phosphoric-acid hydrogen 1 potassium 

Phosphoric-acid hydrogen 2 sodium 

Extract of peach leaf 

Camomile extract 

Vitamin-B6 hydrochloride 

Phenoxy ethanol 

Purified water; Residual amount; Residual amount; Residual amount 



[0 0 3 9] [0039] 
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(2) Preparation method 

A component is mix-dissolved, respectively, the 
lotion was prepared. 



[0 0 4 0] 

0y7~9)o 
(1) 
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Application example 7-9 (lipophilic type cream) 
Each is mixed for the ceramide synthesis 
promoter of Example 1 by composition of Table 
5, cream was prepared (preparation example 
7-9). 

(1) Composition 



[004 1] 
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[TABLE 5] 











A 


POE m:yiM^yMfy ♦ 1 


1 


1 






POE m m^l^MH'Mfy * 2 






2 






5 


5 


5 






22 


22 


10 






2 


2 








1 


1 


3 


B 


mm 1 c^aF^^i^j 


0. 1 


5 


1 






5 


5 


5 






10 


10 


1 0 






0. 2 


0. 2 


0. 2 






0. 1 


0. 1 


0. 1 






0. 2 


0. 2 


0. 2 






0. 1 


0. 1 


0. 1 




mwm 


0. 9 


0. 9 


0, 9 




m 


0. 1 


0. I 


0. 1 








m 





♦ 1 : «U • ^^^^--^^a BY2 2-008 

♦ 2 : :^-JUH->a.= V h • T- • A-m AB I L EM9 0 

♦ 3 M'VYJl' 
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Preparation example 7; ... 

A 

POE- Transformation dimethyl polysiloxane *1 

POE- Cetyl- transformation dimethyl polysiloxane *2 

Methylphenyl polysiloxane 

Deca methyl cyclopenta siloxane 

Silicone elastomer *3 

Para methoxy cinnamic-acid 2-ethylhexyl 

B 

The ceramide synthesis promoter of Example 1 
Glycerol 

Dipropylene glycol 
Methylparaben 

Ascorbyl sulfuric-ester sodium 
Gamma aminobutyric acid 
Burdock extract 
Sodium chloride 
Fragrance 

Purified water; Residual amount; Residual amount; Residual amount 

*1 : Dow Corning, Toray BY22-008 
*2: Goldschmidt TH.. ABIL EM90 
*3: Dow Coming, Toray Treflls 

[0 0 4 2] 

(2) mmm 

(A) fig^^oit/ (B) 

6 o'^aamMmi^fcms 

?^^LrWLoo;^iPL. 3 
o'c^-ej^spLr. ^y-i.^ 

[0 0 4 3] 

ft^mn 0-11 immm) 
6 mmx^'tti^^n^m^ 



[0042] 

(2) Preparation method 

After heat-dissolving (A) component and (B) 
component at 60 degrees C respectively, it 
cools mixing and agitating, it cools to 30 
degrees C, cream was prepared. 

[0043] 

Application example 10-11 (essence) 
Each is mixed for the ceramide synthesis 
promoter of Example 1 by composition of Table 
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THOIViSOrsi 

4^ 

DERWENT 



^^^^^MM\^tc (^'^M 6, the essence was prepared (preparation 
1 0~1 Do example 10-11). 

(1) %S.^ (1) Composition 

[0044] [0044] 



[$ 6 ] [TABLE 6] 
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Preparation example 10; ... 

A 

Hydrogenation lecithin 

Long-chain-branch fatty-acid cholesteryl *4 

Nicotinic-acid-dl-alpha-tocopherol 

Iso stearic acid 

Ethanol 

Dipropylene glycol 
B 

The ceramide synthesis promoter of Example 1 
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Carboxy vinyl polymer 
Methylparaben 

Glycyrrhetic-acid dipotassium 

Diisopropanolamine 

Aloe extract 

Hibiscus extract 

Lactic acid 

Xanthan gum 

Mevalonic acid 

Purified water; Residual amount; Residual amount 
*4: Nippon Fine Chemical Co.. Ltd., YOFCO CLE-NH 



[0 04 5] [0045] 

(2) (2) Preparation method 

(A) ^^:JocktJ^ (B) ^5>^ After heat-dissolving (A) component and (B) 

6 O'CicMB^MLtc"^. component at 60 degrees C respectively, it 

?l^LTjii^Loo?^iPL. 3 cools mixing and agitating, it cools to 30 

0°CS^?nSP LT^ ^^l^^l^ degrees 0, the essence was prepared. 

[004 6] [0046] 



[ADVANTAGE of the Invention] 

&.±(DtiU<, & As mentioned above, it is clear that the 

^^M\^^^^^&M^^^(D± ceramide synthesis promoter with which it is 
y ^ Y^^n'f^^f&^it^'^^^^^ ruined by activating a ceramide synthesis of an 
V T—^'Hi^^W'ir^ t{cX ceramide synthesis epidermal cell itself inside 
oT^tiM(7)g^#^octtJ^#ffi;^ skin surface layer, and improving a skin barrier 

^ function by this invention, and improvement of 
B#^^i4(^^ti/fcir^ ^ the skin and improvement of various 

iS:iMM^^^^t tli^Mh dermatological disorders are anticipated and 
;0^"Cfe5o which was excellent in aging_stability can be 

provided. 
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